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 Dosage forms included in this guideline are oral, liquid, and

@ parenteral dosage forms (these mﬂagmo_, other dosage forms

7 that have not been discussed in this guideline).
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* Periodic or skip testing DS ,Ew
* Performance of specified tests at release on pre-selected batches and
/ or at predetermined intervals (not batch to batch)

* This represents a'less than full schedule of testing and should

&% o —_—

\a/M\ ./\mw > . therefore be justified and presented to and approved by the
i ?vmmc_mﬁoQ authority prior to implementation. (at minimum every 10
R ,omx,\ \4a.b the batch, at least one batch annually). ,, Svand 1S Yoy 258 8
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/bv\v{, Am% \ — Residual solvents and microorganism testing for solid oral DF. & o0 = RS J&
i vp,v.mw,wu * Only limited data may be available at the time of submission of an ~ selected>*
A u”c 5 application (generally implemented post-approval).
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- 27 A failure to meet acceptance criteria established for the periodic
X {\MM (V\f»@ test should be handled by proper notification of the appropriate

™ w.xww _+ regulatory authority.
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$29 o+ Ifthese data demonstrate a need to restore routine testing, then

M»‘ew, . v,,mw,/x,\cﬁo_. by batch release testing should be reinstated.
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L :nmb&,:w available at filing

5\ Wl gpme aime
" Soldsgake 3E limited amount of data may be available at the time of filing can influence
w,swfosmm L.ww, the process of setting acceptance criteria.
* it may be necessary to propose revised acceptance criteria as additional
experience is gained with the manufacture of a particular drug substance or

drug product (example: acceptance limits for a specific impurity).

* The basis for the acceptance criteria at the time of filing should necessarily

focus on m&..ﬁ«, »u.m\ Mmﬁ\.;nun%. ey G2> (A s, ke Yest o) B
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acceptance criteria should be reviewed as more information is collected, S

with a view towards possible modification. This could involve loosening,
as well as tightening, acceptance criteria as appropriate.
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Parametric release > > of B o

* Can be used as an operational alternative to routine release testing

for the drug product in certain cases when approved by the

e regulatory authority.
Sansial L Example:
afla (S S twf..llc il ; " s
e il R mazw_ﬁ testing for terminally mﬁz__mn.a drug ﬁnoaco.a.
& Op> Ao\ akoclave. In this case, the release of each batch is based on satisfactory results from monitoring
C (> 2em9 a2, \ps  specific parameters, e.g., temperature, pressure, and time during the terminal sterilization

N\ r\..,noa?&f vrmmo?vom&.:muaacoﬁamncmmnﬂcmnm.
b c..\b ..2&.; Us® — These parameters can generally be more accurately controlled and measured, so that

‘oLl o they are more reliable in predicting sterility assurance than js end-product sterility

>, 3 1o i j\,/ \ < /R/ s\ My e
Y L) ﬂom\::m.v w\ (JReo 1, Yewd

\KHLT»E * Appropriate laboratory tests (e.g., chemical or physical indicator) may be

— included in the parametric release program.
u@.\ct@@ﬂ included in the p progr "
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General concepts
Parametri
.whmmw?.\%, w.,mu - Jn release
SENREE T >:w5mﬂ<m procedures are those which may be used to measure an
" ilﬂ,,.u DY attribute when such procedures control the quality of the drug
,\p = S+ substance or drug product to an extent that is comparable or
X superior to the official procedure. ?T&NJ O\ iz eAMied OV o
\ », Examp], MR e e e G S o oo auedusi g,
Wt W 0N L waee PREEC AR\ S s 0as 3 WAL i B WU e Bl S uTh
. LAY For tablets that have been shown not to hmmnmao during manufacture,
T QME e it may be permissible to use a spectrophotometric procedure for

release as opposed to the official procedure, which is

still be used to demonstrate compiiance with the acceptance criteria

- e

during the shelf-life of the product
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PharmacopoeiaktestSand acceptance criteria Pl s MG bk
25 CIgTion r\bh.f. ..\hfod@ﬁoﬂmkxﬁ

« References to certain procedures are found in pharmacopoeias in y¢ 51 ,— ghe
5 \.’Dp

each region. Wherever they are appropriate, pharmacopoeial — ospe 2+ 2! 7

procedures should be utilized. Qe

« Whereas differences in pharmacopoeial procedures and/or c.v\rmxn&, Ao

acceptance criteria have existed among the regions, 2, harmonized ad
. - . L . ?‘EL u
specification is possible only if the procedures and acceptance e
criteria defined are acceptable to regulatory authorities in all regions. vB-0ssee
vt Oy

3 /7\. The Hu:maBmoﬁ.VUommm_ Discussion Group QU.[Q of the European R
\vv — Pharmacopoeia, the Japanese Pharmacopoeia, and the United States

—

cace®” Pharmacopeia has expressed a commitment to achieving
RES harmonization of the procedures in a timely fashion.

G2 P the procedures and acceptance criteria from all three pharmacopoeias are
considered equivalent and are, therefore, interchangeable. —
— no pharmacopoeia shall revise unilaterally any monograph or chapter

after sign-off or after publication rch?
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General concepts

\fo ~ .= 4ws Evolving technologies

I
. \n ,072 @.Zmé analytical technologies, and modifications to existing
P technology, are ooscszm:% being de€
: should be used when they are considered to offer

.\«\w\i #
‘ )\ assurance of quality, or are otherwise justified.
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General concepts
S5 655 0%
* It should not be necessary to test the drug product for quality
attributes uniquely associated with the drug substance.

* Example: -

— it is normally not considered necessary to test the drug product for @
§

synthesis impurities which are controlled in the drug substance and are
not degradation products.
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oy JE2 ,mw/mﬂomw_wnﬁ standard

Da o\ %0 » y . .
g Bt A reference standard, or reference mater al, is a substance prepared

3 .,pa s .o?w.; for use as the standard in an mmmmww Ea:%umommo? or %&Q test. BN ..u»w.m.\.u
Ruriny * It should have a quality appropriate to its use. It is often .uswt,\% " m%,ar
characterized and evaluated for its intended purpose by additional
procedures other than those used in routine testing.  oilh ohm o\ OLe\§ERP o
 For new drug substance reference standards intended for use i wmf ﬁs.u.vb oy 2t
assays, the impurities should be adequately identified and /or ~ Aw\G Ruenckr

controlled, and purity should be measured by a quantitative olay
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§one on it Guidelines
LA
L or.\f The dpp mm.m._lo, should specify which tests are routinely conducted

P
fC,.Pr N v&o:'.@k batch, and which tests are not, with an indication and
YaboWn ey Tystification of the actual testing frequency.

\ /rumﬁ
.manb e 34 1" The drug substance and / or drug ?omcoﬁ should meet the
c\g.s\.ob, 2  acceptance criteria if tested.

m?«o,)  Changes in the specification after approval of the application may
s Y- need prior approval by the regulatory authority.

ﬁum\b,.s Wl N e
2N egwlatey) X
rvbw \./urb/sbrvz&
SIAP T,
N o/
T&.%v SO u{u O,rNCuL
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Guidelines

2% Dustifeat
0o o Justification of specifications
SEE

’ . . . . . .
SR D ¢ When a specification is first proposed, justification should be

_ Vm r_omhb_uammwsﬁwamoﬂomnrwwcnoa.:.mm:no»er»ncovgnnnnwxozg
whw% « included. NS Ze a

S, The justification shoyld 8@% relévant develo t dat
pharmacopoeial standards, te§Fdata for drug substances and drug
products used in toxicoftgy m% clinical studies, and re§glts from
accelerated and long term stability mﬂ:&mmv as appropriate. S ey o

* Avreasonable range of expected analytical and manufacturing” e fac o~
varia :m.@ should be o.osm.aoaoa. . .\r& Woaking, e wwkp.r.w,.wr»t

* The applicant should justify alternative oaches.. o\, ek

* Justification should be based on data derived from the new dru
substance synthesis and/or the new drug product manufacturin

U = W

~ P!
s g e o) S NS
(..rd(./Y - l\\%/\fnoQ WU (A Lo B _ . « Gu/”a = be
i(?ﬁ,w/o! * Justification may oozmamag olerances for a given =~ ‘o i
prls G Y procedure or acceptance criterion, but the actual results obtained LAl e

i1s taken. A Mok i, @&
A VS

—'

. bproag
. vieTel o K yis N sV .
) Al Y PR O Al T T Svls § B tn G i
LB Sy~ Y LNy 5y e n LB Y @S S

| X~ 33V 0y vy Dy »

¢\t Yl

U B D5y e e
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et B e .o Guidelines
~ S w,°> oo OEDSS (D
ot e I e B 1Y

/ validation batches, with

42y o Test ch:mxwwm_ mﬁm_cE.Q and scale-up
hould be considered in

mbrmmmm on the primary stability batches, s
, g setting and justifying specifications.
b\Mw_, nu.n A vw».w Hmlmr.p_aw_w manufacturing sites are planned, it may be valuable to
LY consider data from these sites in establishing the initial tests and

s e

sy cu,.M o acceptance criteria.

U8 ﬁw o Justification for proposing exclusion of atest fr ation
>\ should be based lidation data
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JRERCY

Do I

o)

¢ Content of the guidelines: & ¢ A

| .

B _ i pLi T
£¥e P ©'— Universal tests/criteria <> s=&oh=

— Specific tests/criteria

by

,brh
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Guidelines

 Universal tests/criteria

 Implementation of the recommendations on the criteria mwo&a.ﬁmrm
into account the ICH Guidelines Text on Validation of Analytical
Procedures and Validation of Analytical Procedures: Methodology

/\o\ , ¢ r
22 New drug substances —> QuI*- Chewicel 59 Retanc

A \
New drug products - m?xys% ﬁ a Chive x @?ﬁ»\(v

[ ]
—
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Universal tests/criteria
e New drug substances

Ay N \.w\o Description: — G 58 oransliphic _gew
wcckamdo T itative statement® (Ao I (G o
@ v — Qualitative statement> 4+ ,

L \~\e Vel 3 i
Revrde( — State (e.g. solid, liquid)
G ¥ N LG\’VOI o=
S Y Yy Color of the new drug substance.
o \\ww . — Ifany of these characteristics change during storage, this change
Qeqrede bt should be investigated and appropriate action taken. teve I
* Identification V2
« S
. T . . e s DAY AL
_ > @ — Identification testing should optimally be able to discriminate ok e
L X between compounds of closely related structure which are likely :
Weno\  Ponles
\ L o to be present.
A — Identification tests should be specific for the new drug substance,
mrl? e.g., infrared spectroscopy.
2 — New drug substances which are optically active-may also need
c specific identification testing or performarice of a chiral assay.
o .\M USdnay P T\.‘O\oskncm </ p

Jeste S\ da by N SlB L

\
(.Pq.v m&wﬁv\‘oeab il Yox o \muw‘n \errs
oy erdofe A R

ot Lﬁdgxﬁuc;?v\ Lf,bh“}t\
OY Vs lh (phec un et Moy

s s piaol g Jlop ) \$ub J8b ¥
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Universal tests/criteria
New drug substances = ...s

(i eme F 72002 TGl iy

5 ??\ querh Rt webhe) —

s, v G
il >mmm%r\vw€\.. aa2> LN ey

= 43%

-

.+ Aspecific, stability-indicating procedure should be included to

N 255

3 4 gl determine the content of the new drug substance.

In many cases it is possible to employ the same procedure (e.g.,

ot Eyho.v .moﬂ both assay of the :élo and quantitation of
(e . impurities.

. et TR
)\ % * In cases where use of a nop-

ecific assay is justified, other

43_,.2\\ supporting analytical procedures shquld be used to achieve overa]]

N 557 mbwommomg. V.“m.. e & N ,v(:fu%

pv%\l\ = /?O* %Q@)ﬁi s 1
/ r{ﬁ s LI Cu \T..MI\A\ (ll
C/Mo/\ﬁlw oy 00 e v“ B ,\\r» MM..??%\
s ek o= Peode2hadal spey
Lysbfen IV o 5. 04 i ™

L\PNT 9 ¢ a\Nkies s NN A

Calot 2™
e Fime. Al & ownws

el ??F.wapfo_ o A Qurbes -

3 WPMW?V\ m?b

pin AR C Dy = Cay G

:?W.zm/
V Uniy rsal ﬁmm»m\ﬁ.ﬁmzm

@)

Scanned with CamScanner


https://digital-camscanner.onelink.me/P3GL/g26ffx3k

,c\ 0, \Woreten T — b& il

_\.-\U».VQS“& ﬁ.nﬁrﬁ\avﬁ{k/ﬂ/o (wn.h’ ﬂ \l'./..n.m Mw V/ 3
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Univérsal tests/ criteria
New drug substances

A ]

: HEGA_W.E% | ;
* Organic and inofgnic impurities and residual solvents are include

?\V m® wu»bbp\m:’\&mw omﬂomoQ.a//oaLpis.w 4@./ \rv\sw
7 N(.\V\sv * Th \\|w —
: e threshold of impurities is defined.

\ . nIN . . .
AR Decision tree #1 addresses the extrapolation of meaningful limits on |
Pbm\@n . impurities from the body of data generated during development. — 0.\/c_ﬁ,\
5N
u/W/ L A
hZ

&
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P Sy -

e (W N ettt 3, g1

sy Conkeny .
i New dry prod ISR N
= Enam 2 oo/ lagebbied
Description: L) P U Sl (g
aikidet e o BP §) Lo oM oA e

* A qualitative descrint:
: : €scription of the dos e
e B provided (e.g., size, sh - et e Rl

885> o Ifany of S5, and golar), M2 o 5
A any o &amm characteristics change during manufacture or RS
Y V\w mﬁow,mmmy this change should be investigated and appropriate ! O

e >*  action take T -
Oﬂn(/ ,U\nu I1. U \u.rh \’\.0 gA

e s * The acceptance criteria hould include the final acceptable cligredah
) ' ap  appearance. If color canges during storage, a quantitative )

P ; =) S
- procedure may be gppropriate. dignedi~ 3y o
e » N o) 13
fe-ble A Belih 2= %@ g ek @/
m“vdwhv/\....\
/lvr\m..w\,\.. s e ~
e e E gl &P B
/\@vy\» .\u/ Rt o2 et % vfbv\l,m\/\/)bﬁn N
AR TR L e
» :
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ps ¥ U,\)\tccw,\ 55 T EIRN SR PR et

/. \ ﬁuﬁ .\.\\: A Loy Jids w5k Ewncis -

Je=s B g & N T i s s
B & ¢ % . bier %\i

\ /\(CNv/nwrWl - > j K ,nw.n ]

' -~ //U/@I

2
Vw/@@ niversal tests/criteria
X o U New drug products

A C> Identification

)N e Identification testing should establi
St substance(s) in the new drug product and should be able to

discriminate between compounds of related structure which
are likely to be present.

. . & Identity tests should be specific for the new drug substance, e.g.,
%PV\V N r\V “Tnfr co
>\P r\w\u\w Identification solely by a single chromatographic retention time, for _ Y
- example, is not regarded as being specific. However, the use of two < 4
R S chromatographic procedures, where the separation is based on WWW. =
different principles, or combination of tests into a single procedure, =
- LYY such as HPLC/UV diode array, HPLC/MS, or GC/MS, is generally

=, i s.!.&. tz
o acceptable v <o
R . /PQ m‘\ SRV

cc\u r«bv,r\,\ {w%:\b%b
\ g o o iodke @
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- e -

.ﬁr».DfT,. nw,n.LAa) N&r.w
" aduct Vv _,nvvmbs.rub“u.b\ .
" Gé{&bm., UvM\r M.»\mc%v.\m Lwng o\ shos ) o
R Tniversal tests/criteria

New drug products

et hed

>/

psi L AlaSSAY:

Ja sap iz mﬁwﬂrm_mo, stability-indicating assay to determine strength (content)

- /w/.y MV,& uw».._wu .m_goc e T JLr Pl < k8

deqjfedakicn . included for all new drug products.

oS In many cases it is possible to employ-the same procedure (e-g.

3o 2 Y HPLC) for both assay of the new driig substance and quantitafion of

W, b7 impurities. .

RPN goitag A

e - mm%wm of conitent uniformity testing for new d roducts can be”. PR

Je ~ ¢ used for quantitati . e VoV
> o ion of drug product strength, if the ethods used B, 5P E

P2 for conten rmify are also appropriate as assays: \go° v 3

7 m XS, T . . o s S : “A=lo S 1

& n cases where use of a non-specific assay is justified, other ¢z M2t

x supporting analytical procedures should be used to achieve overall =~ ~ r.,ﬁ o
specificity. For example, where titration is adopted to assay the drug ERERT e
substance for release, the combination of the assay and a suitable Gk

test for impurities can be used.
« A specific procedure should be used

~Mo, o \ o EXCIpient interferenc
V f%\ o & \ Qi abfuv,h,wv/fww twﬂoo’«éb

. - od
RS S ® DM.U—.NQ.,Li.\T

ru\w\c%mv...o ol\crakion acid-bas Yoo Spe g E et g
I S @by o add | awlis Sle \ 5 L.a,om.w\m g K
A‘\w,u LH\N\C,\ULN Ob\“ﬂm\bhtpcc\.r\rmﬁbxumﬂrvu\vrv% \va,/%\,lp)\?O&.\k/ -k,..x

d:?m_.m&.mmma\ criteria = cuiwLc

New drug products
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Rt e ]

T T Te v aran P T T PTG et T
Universal tests/criteria ™=t ~="
New drug products

Impurities @

@

. Onm%_o and inorganic impurities (degradation products) and residual solvents
are included in this categ

ory. b e NP XA
. - - . - . \
* Organic impurities arising from de st N

; o~ dation of the new drug substance and \Lv = 8 5 NG
e gy AR impurities that arise during the manufacturing process for the drug produ »Oswb V7 a9
2> Sr7 .\, Should be monitored in the new drug product. T o A
“ 5 7 S Acceptance limits should be stated for indivi : nospz) W Cpaas)
products, which may include both identified and uni tified degradation O\ & Yy ,ZM
PRIy products as appropriate, and t degradation products: Seps— ,/b v L ..W u(..ovv.
e \.Mrrc&.mv Process impurities from the new drug substance synthesis are normally <P~ ,Mvm ot P
2 /\bu/,cv.i = 2 controlled during drug substance testing, and therefore are not included in the € v\ \ g Pank S
& x.f/,,w, ., total impurities limit. s, il By e
ot .ymmv /.\v.,h * When it has been conclusively demonstrated via appropriate analytical - Py R ot
f“n D ,wm 9 urm -, methodology, that the drug substance does not degrade in the specific il Wosgs m?ﬁLn
a h\q..w.a o wdm osformulation, and under the specific storage conditions proposed in the new m&u brba) o0
o s drug application, degradation vﬁw&:ﬁ testing may be reduced or log o Lot
% Q& Tl 1 ¥ :B%WM?H upon approval by the regulatory authorities.
v ﬂsﬁw&\é. Decision tre addresses the Mﬁmﬁouwaos owwdmmasm?_ limits on
256 v\u\u degradation products from the body of data gef mamﬁa a:&umu deve omaoﬁ. W
L mhe N, 2N A A= L\ U stedy ey T L AR 5
\.\ﬂ.&.&u“r):.b > /_ ,%hvu_\ rﬂ“/ mﬁ.\lﬁ ..b)\..l. r.\m\c-«&nm Ef&ﬂ@
&, .aniC,.;/\oKb -2l = . ., e AN
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Does degradation

Qccur QC-._DW
praduct
manufacture?

Estimate M
impurity during m

tance Q_.:m:o: =

Accep
likely leve!

. X N

crease in
helf life

Estimate maximum 0y
degradation product at s

mum likely level as ,

Determine maxi
ptance criterion

drug substance acce
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A > 2 (oS 2.
(.m.v\,,.,\yﬂ,c x»APDD. . ﬁucww‘ Mv. .%@\,M”

. .lj " o L0 P
Specific tests/criterjia— b ¢ T5Pecibic bH) ¥

Qmﬁwrnr D> supstme. Dy 31—

Specific tests may be considered on a case by case basis for drug
substances and/or drug products.

Individual tests/criteria should be included in the specification when
the tests have an impact on the quality of the drug substance and
drug product for batch control. P
. ' TR . VA0
New drug substance ¢ ,o0cloes/ o= AP e -

o N s , do BPI s P
New drug products | s o chedgs v H\P N
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Specific tests/criteria
New drug substance

* Physicochemical properties
— These are properties such as pH of an aqueous solution, melting point / range, and

refractive index, Pz ALCAD plied N 22 M»

— The proceddresWused for the measuremeng, of these properties w@%mcm:% unique and do
not need much elaboration, e.g., capillary’melting'polnt, Abbé Yéfractometry. —> - A L =E

— The tests performed in this category should be determined by the physical nature of the
new drug substance and by its msﬁmwaa use. &GT,(._/..W I ool oD bl Jesvnul,
* Particle size beghiadh, VL sl O e
- DUE.QQQ m_Mm can have a m_mn_moma orrtlissolution rates, c_omépm__:%
and / or stability. @

N2 — Testing for particle size distribution should be carried out using an appropriate
&\b procedure, and acceptance criteria should be provided.

Tine Confe= Decision tree #3 provides additional guidance on when particle size testing

w\a [fiwe should be considered. W
7, D CF L

‘4 ./ (.,PV’P.( Q..m Lduxv.hf.) .wo,f\fq .\PP.\./

gor.—, AV

OVAH %wﬁv N\ Qr\n.u NEANS T Vr\.?yaﬁkquo r A ¢r—u“.rf —

. ' O e 3Ta % Vs
Specific nmma\namzwﬁ\ EE

s‘m\?rurﬁr,.\.f:b
wone SAubl
PR New drug substance | =% 85—

r\’wour.r/ )»...).V
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w\tfa e S110uld D€ considered.

«gw N\ > % E W Gy
Gabl L nr.v..:v—nuﬁtr:.» L..uo,:\?...‘s e\
Gwe. dsred OV Yo dabidin Sty (v bl
Specific »mma\nwzmimﬂw
e A M New drug substance

oifudinke. ® N\ﬂuo_wiog__mﬁ forms
/\@\\Pm — Some new drug substances exist in different crystalline forms which

aWROQNRS @ differ in their physical properties—s LMo\ (e
Coestelt e Polymorphism may also include solvation or hydration products (also
ghrRe known as pseudopolymorphs) and mBoG:ocmm,o:sm\.l no  creashole ghafs
— Differences in these forms could affect &M mmmmggom
the new drug products.

E rwh‘/.,yv In cases iuo% differences exist which have been shown to affect drug
\x 92 product performance, Eom@_mg@ or mﬂwv.m\m.w%, then the appropriate

uh A\..\ ‘050 & 3 : —> P g O w1 AU Qreduct vmv}.m
Am & 2> 5 solid state should be mﬁnm_mnaﬁw?%okﬂ 2 c}w mz\ daidate. T oA aelie O

e BAY il ;
J x . Sse S \ Eﬁwg\mmoooroamom_ measurements and techniques are commonly used to
% vmﬁs@_& determine whether multiple forms exist. @ o=

7 ,.
..MMMF 7“/\\ v * Examples of these procedures are: melting point (including hot-stage BFB%oE&m\J () s 2D
o NS h«fr/o,,,v solid state IR, X-ray powder diffraction, the-mal znalysis procedures (like DSCs~——n

A.VWL\ A Goa V' TGA and DTA), Raman spectroscopy, optical microscopy, and solid state NMR. v“)lh. V.W_

St .bwr) \.o.) ’ /b /\ F@n\}rﬁo.v
: @
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Ywo €wa aki omg~

New drug substance .70, swysuh2: +
oyl Juu S 1R AT
Tests for chiral new drug substances = b o yhalis )

S5n * Where a new drug substance is predominantl
» ¢~ opposite enantiomer is excluded from the qualification afid
ines on Impurities

5ai Z—~' identification thresholds given in the CH Guidel

. Cacroon Pffpnf,?/»ww o 0
; . fﬁo_},g\* -
seecific T S ety e el .@@%
~ Specific tests/criteria  wotes 21 <0
LAl

y one enantiomer, the

% \?b - .
" ﬁamw s 1 New Drug Substances and Impurities in New Dru
- > et g because om%_amm in quantifying it at those 1
. F . mh\ a impurity in the chiral new drug substance and the resulting new
LA B drug product(s) should otherwise be treated according to the
‘\ies principles established in those Guidelines. J
and if chiral identity tests,

N\

\ ?49 S .
e« Decision tree #5 summarizes when

be needed for both new drug

impurity tests, and assays may
Substances and new drug products, according to the following

concepts:

. Chiral centre ~.
” ...)»!.
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Consider the need to Is the drug Chiral assay, impurity

verify chiral identity substance and identity tests are

in drug substance chiral? not required
Yes - racemic

| 2

Yes - single enantiomer

Need drug subslance specifications for:”
Chiral identity, assay, purity

Need drug product specifications for:
 Chiral assay, purity )

S e I L e ]

Gy
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Specific tests/criteria

STV,
B & New drug substance
ol gl ; - s Mg \ay
Impurities. For chiral drug substances which are developed asa _ o i il
Single enantiomér, control of the other enantiomer should be 5 A
s considered in the same manner as for other impurities. ASSUrance of o r,nﬂ..f
= control also could be given by mccBnﬁ@EE_nm v Vi
57> %5 —{—material or intermediate, with suitable justification. .
~C/¥ = P >W.rk g/ . . . . .*P’ N G,%t ﬁﬂi
Ty s nkwn ehantioselective determination of the drug substance — U S
™RLe " & should be part of the specification. It is considered acceptable for ' RIS
. ,V“w\, I5 this to be achieved either through use of a chiral assay procedure or
A by the combination of an achiral assay together with appropriate
= o) N methods of controlling the enantiomeric impurity.
g - _Identity. Fora drug substance developed as a single enanti , the
~— identity test(s) should be capable of distinguishing both enantiomers
and the racemic-mixture. . T L
o i\,iV@Mmaq%P A
S\ AT I . .
. A rhvu\wmtu omes” e N2% k' CLVO@W&.C\F\S,L,
,n\,ThTasAO\ 3 Q:?LJ”LP Pt N?DL?%@_Q’HF\Q&»\ e o
(ace i Lhs % C?.L Clnle
D S0 U o Wt agla
%@rg &vﬂ\n\fﬂzp - v o O d D‘@.\L.% AN&...\rr
hn O 1A i
’ 2 . a — \ 5y A2
o6 e £ Sl il . Bughise OV 4 el
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W e T e S ‘Q-I:c

.C .: .,e /Ccv‘(b\J.ﬁ\u\
VIR e il Y GuCon\pastin 3 \os b

ormn\/y ; Wm ﬂ\\.u.,w»..\lm\h\uu A\’.u% Q\.Lﬂ,elﬁ.xb\

r o= S degredebion QI 280 G 27 tinperly WIC L LKW 50 Gl
. st 18 ,.ﬁwm_?»?mk, 3%, wﬁebpho—\f ¢ s ek N2 Jm
ﬂl_u@mamamsos products. Control of the other enantiomer in a drug

product is considered necessary unless racemization has been shown
ng manufacture of the dosage form, and on—

}

. PV B
Assay: An achiral assay may be sufficient where racemization has o cwicdl

been shown to be insignificant during manufacture of the dosage WY
form, and on storage. ) S R TV I m.,ﬁmw,em.m.ww“wdr
Identity: A stereospecific identity test is not generally needed in the

drug product release specification. When racemization is
insignificant during manufacture of the dosage form, and on storage.

A5 Stereospecific identity testing is more appropriately addressed as

Drug Product

W& part of the drug substance specification, Whep racemization-in the
= w2 © dosage form is a concern, chiral assayor enaf lomeric mBﬁwm_M%/v
Ll Lo ¢ 7 testing of the drug product will serve to verify identity.

??m gho

4 ..ﬁﬂﬁ\ 5 @ .
Mﬂg " i aceimi C
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Specific tests/criteria
s o 2% oo NEeW drug substance

S tcabid
R, /?rmb}s‘r._z(—.w) A/

Water content e

« This test is jmportant in cases where the new drug substance is known to be
® hyeroscopic or degraded by moistdte or when the drug substance is known

to be a stoichiometric hydrate @)s i ™ <= é&%&%.& . ds o A
« The acceptance criteria may be justified with da the effects of =2, (s ek < >

£

™ &2 hydration or moisture absorption. In some cases, ILOSS 01l Dryin o gallial
r Jz procedure may be considered adequate; however, a detection procedure e ek
. that is specific for water (e.g., Kar AK\W jon) is preferred. swnhww,mﬁ)
_ = =Te ) £y .
. Inorganic impurities > o . o g 0
ZVAK "3\ The need for inclusion of tests and acceptance criteria for inorganic sy oV s
__ ., %% —impurities (e.g., catalysts) should be studied during development and gmmm\.& s e &
W?.&w,i...,v on knowledge of the manufacturing process. . e oo Uit 2/
uk...a\zww %% Procedures and acceptance criteria for sulfated ash / residue on 1gnition Vs i
) 0 o F ' should follow pharmacopoeial precedents. vf?s@m. ,,\Co o) W Deying
Oyﬂ.,n‘br..m « Other inorganic impurities may be determined by other appropriate .
T , °~  procedures, €.g., atomic absorption mvoo:o%ovv% \ace WO ,G Mmac 3= @
- s e . W II-.Pu.l.\h
o SRt ST L e
rVV.\QV.VV\u m.\(. RS gCV\ = &&)\w led Ly\o=
T el
S ﬁ\QK?tx.

Specific tests/criteria
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Specific tests/criteria

New drug substance
2 >0 C/omc S-S b»@\norr.sz(rwnl
* Microbial limits — s\Sov zro1<s Arowted  wedlia

. .- bfﬂ\/
* Specification the total count of wmﬂoﬁmo microorganisms, the total

count of yeasts molds, and the specific objectionable
bacteria (e.g., Staphylocaccus aureus, Escherichia coli, Salmonella,
Pseudomo i Rl Jsags =

covin ¢ These should be suitably determined using pharmacopoeial
m.mwﬁ?? cofis procedures.
on the natlre of the drug substance, method of manufactiffe, ahd the

(®intended use of the drug product.

Lo\ ) » \a\ — Sterility testing may be appropriate for drug substances manufactured
P G oy Secale as sterile and endotoxin testing may be appropriate for drug substances

i %«» used to formulate an injectable drug product.
P\l\—.‘ 3

~

cxef\\e  *_Decision tree #6 provides additional guidance on when microbial
(odosence ) limits should be included.

e keciq
absSence &
Y \.OUQ(/.JAQ\,LQTK?\D
P S

* The type of microbial test(s) and acceptance criteria shou]d be based
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Case 2: drug has no

|s the drug @ dry
dosage form?*

fvidence for
inhibition of
icrobial grow[h7

aand

Microbial limits, acceptance criteri
testing may not be necessary

nt or has no inhe

rent ant1m10rob1a1 activity

£stablish microbial
limit acceptance
critera
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Specific tests/criteria
New drug product

Dissolution: wd 7olde

The specification for solid oral dosage forms normally includes a test 8% ,:smﬁxlem..%ﬁﬁ
measure release of drug substance from the drug product: ek Bed ¥2

Single-point measurements are normally considered to be suitable for redes

E i % immediate-release dosage forms. For modified-release dosage forms, wekfiq X ol
?&,u do,>— appropriate test conditions and sampling procedures should be established. "®lse ficad
y2¢ \4 " For example, multiple time point sampling should be performed for gamdle  SF pcy

extended-release mo@mm@ P SIS
~ *  forms, and two-stage testing (using different media in succession orin  sawPe s
D \w ¢~ parallel, a5~ = easts SE
> appropriate) may be appropriate for delayed-release dosage mogu.\m these “as l—u&
N 2 oS
RS ? )JS~ casesitjisi 1 opulations of individuals who will be
\m . il taking the drug product (e.g.,achlorhydric elderly) when designing the tests

2¥\X>Jﬂ and acceptance criteria. o i LBy S

?Ww.m\vf « In some case dissolution testing may be replaced by @Wgﬂnmgaou . g

"G OB testing?! | B 208 L B
ou,(«.\m\o,w PATES C\Lm\,«f_/,rh\/ mukw\ﬁw/\\_ﬁpug
- L R f.\..m .

. 7 L e ) o AN ’
%.,,,,%aw,,v%m ﬂ.o I delmie s s 20
oo™ o { iy Wperedy 1A g

(A p5° T P \\/%

. & &
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aﬁr;\:

Deest

Lo er\,ﬂh Ot p L
S % o) ,ﬂllﬁlnom\
U_mmc_zsoz& %L\t x?%f,riﬁca&r

o YN a2 T\ s 23
Immediate -.m_mmm:% Ve fmuﬁm:nwa-wm_mmma

PR 2~ It is desirable to develop test * Inyvitro/ in vivo correlation may be_
v-\\  conditions when changes in used to establish acceptance criteria
wd?n(ﬂ\o/ |, dissolution rate have been when human bioavailability data are

wheghive demonstrated to m_mb_momsn% available for formulations

Gomeln < o affect bioavailability . exhibiting different release rates.
@ i
NS <,\

5 tsl~
A\v(\\,\m

as..vm SX X | ,

4= n.e?nms»@ré)

Yime D) ,
VeSS, g 0
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Specific tests/ criteria
g product
st

»  For fapidly dissolving (dissolution=>80% in'13 minutes at pH 1.2,

4:0'and 6.8) products containing drugs which are highly soluble ==

throughout the physiologicalirange (dose/ solubility volume <250 =

mL from pH(1:2:t0/6.8), disintegration may be mccwﬁcaa mww)o gk =

dissolution. s s?i, S emannt ’ mf
* Disintegration testing is most appropriate éroc a Ho_m:osmgv to B

dissolution has been established or when disintegration is shown to

be more discriminating than dissolution. In such cases dissolution

testing may not be necessary.

I,

* It is expected that development information will be provided to

support the robustness of the formulation and mecmm@rmb/ooowm
with r nmwmoﬁ to ﬂ.@ selection of dissolution vs. disintegration testing.

. \ \oiwy & o
&m/ﬂ\iﬁ/ Afbe,.h @

\ / - ‘ C ,L6
\m&g\ &Cv.i?y& / \ ,\wf(vv

B SsPT L (0
)2 50T ki f.&. \ .
Tt Specific tests/criteria

New drug product
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